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ABSTRACT : 



A pharmaceutical composition comprises a solid adsorbate comprising a drug adsorbed 
onto a substrate and a lipophilic microphase- forming material. The solid adsorbate 
may also be co-administered with a lipophilic microphase- forming material to an in 
vivo use environment. The compositions of the present invention enhance the 
concentration of drug in a use environment. 
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ABSTRACT : 



A dosage form comprises (1) a solid amorphous dispersion comprising a cholesterol 
ester transfer protein inhibitor and an acidic concentration-enhancing polymer and 
(2) an HMG-CoA reductase inhibitor. The solid amorphous dispersion and the HMG-CoA 
reductase inhibitor are combined in the dosage form so that the solid amorphous 
dispersion and the HMG-CoA reductase inhibitor are substantially separate from one 
another in the dosage form. 
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ABSTRACT : 

A dosage form comprises (1) a solid amorphous dispersion comprising a cholesteryl 
ester transfer protein inhibitor and a neutral or neutralized acidic polymer and 
(2) an HMG-CoA reductase inhibitor. The dosage form provides improved chemical 
stability of the HMG-CoA reductase inhibitor. 
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ABSTRACT: 



A composition comprises (1) a solid amorphous adsorbate comprising a cholesteryl 
ester transfer protein ( CETP ) inhibitor and a substrate; and (2) an HMG-CoA 
reductase inhibitor. The solid amorphous adsorbate provides concentration 
enhancement of the CETP inhibitor relative to a control composition consisting 
essentially of the unadsorbed CETP inhibitor alone, resulting in improved 
bioavailability. 
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ABSTRACT : 



The present invention relates to controlled release pharmaceutical dosage forms of 
a cholesteryl ester transfer protein inhibitor, (CETPI) methods of using and 
methods of making same. In particular, it relates to a controlled release form of 
the CETPI [2R,4S] 4- [ ( 3 , 5-bis-trif luoromethyl — benzyl ) -methoxycarbonyl-amino] -2- 
ethyl-6-trifluoromethyl-3, 4-dihydro-2H-qu- inoline-l-carboxylic acid ethyl ester. 
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ABSTRACT : 

A pharmaceutical composition comprises a solid amorphous dispersion of a 
cholesteryl ester transfer protein inhibitor and a concentration-enhancing polymer. 
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US-CL-CURRENT: 424/486 
ABSTRACT : 

Solutions containing polymer/drug assemblies of a low-solubility drug and polymer 
are disclosed. In addition, solid aggregated polymer/drug assemblies are disclosed 
comprising a low-solubility drug and polymer. 
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ABSTRACT : 

A pharmaceutical composition comprises a dispersion comprising a low-solubility 
drug and a matrix combined with a concentration-enhancing polymer. At least a major 
portion of the drug is amorphous in the dispersion. The compositions improve the 
stability of the drug in the dispersion, and/or the concentration of drug in a use 
environment. 



Citation 



Sequences Attachment* 



□ 10. Document ID: US 20030091643 Al 

L17: Entry 10 of 14 File: PGPB 



May 15, 2003 



http://westbrs:9000^in/gate.exe?f=TOC&state=n53ds3.34&ref=17&dbname=PGPB,USPT,... 4/26/05 



X J 



PGPUB-DOCUMENT-NUMBER : 20030091643 
PGPUB- FILING-TYPE : new 

DOCUMENT- IDENTIFIER : US 20030091643 Al 

TITLE: Pharmaceutical compositions of dispersions of drugs and neutral polymers 
PUBLICATION-DATE: May 15, 2003 



INVENTOR- INFORMATION: 








NAME 


CITY 


STATE 


COUNTRY 


Friesen, Dwayne T. 


Bend 


OR 


US 


Gumkowski, Michael J. 


Old Lyme 


CT 


US 


Ketner, Rodney J. 


Bend 


OR 


US 


Lorenz, Douglas A. 


Bend 


OR 


US 


Nightingale, James A. S. 


Bend 


OR 


US 


Shanker, Ravi M. 


Groton 


CT 


US 


West, James B. 


Bend 


OR 


US 



RULE- 47 



US-CL-CURRENT: 424/486; 514/249, 514/27, 514/29, 514/338, 514/575 
ABSTRACT: 

In one aspect, pharmaceutical compositions comprising dispersions of an acid- 
sensitive drug and a neutral dispersion polymer are disclosed. The acid-sensitive 
drug has improved chemical stability relative to dispersions of the drug and acidic 
polymers. In another aspect, pharmaceutical compositions of low-solubility drugs 
and amphiphilic, hydroxy- functional vinyl copolymers are disclosed. 
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ABSTRACT: 

A solubility-improved drug form is combined with a concentration-enhancing polymer 
in a sufficient amount so that the combination provides substantially enhanced drug 
concentration in a use environment relative to a control comprising the same amount 
of the same drug form without the concentration-enhancing polymer. 
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ABSTRACT : 

Pharmaceutical compositions comprised of low-solubility and/or acid-sensitive drugs 
and neutralized acidic polymers are disclosed. 
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ABSTRACT : 



Pharmaceutical compositions comprise a low-solubility drug adsorbed onto a high 
surface area substrate to form an adsorbate. The compositions in some embodiments 
include a concentration-enhancing polymer. 
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ABSTRACT : 



CETP Inhibitors have improved solubility and bioavailability in a lipophilic 
vehicle comprising a digestible oil, a lipophilic solvent, or a surfactant. 
Preferred such compositions are self-emulsifying or self-microemulsif ying, and 
comprise 



!• a CETP inhibitor; 
2. a cosolvent; 
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3. a surfactant having an HLB of 1 to 8; 

4. a surfactant having an HLB of over 8 to 20; and 

5. optionally, a digestible oil. 
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Ito, S; Higashino, R; Tanaka, T; Takei, M; Kurimoto, T; Matsuda, K 

Central Research Laboratories, ZERIA Pharmaceutical Co., Ltd., Saitama, Japan 

Abstract 

We studied the effects of «efonidipine> hydrochloride [<NZM05: (+/-)-2-[benzyl (phenyl) 
amino] ethyl l,4-dihydro-2,6-dimethyl-5-(5,5-dimethyl-2-oxo-l,3,2-dioxaphosphorina n-2- 
yl)-4-(3-nitro-phenyl)-3-pyridinecarboxylate hydrochloride ethanol] and nisoldipine on 
endothelial cell-induced low density lipoprotein (LDL) modification. The modification of 
LDL by cultured rat endothelial cells was performed by incubating 3 micrograms 
protein/well LDL with 5 microM CuS04 for 24 hr at 37 degrees C in the presence of 
confluent cells. The extent of modification was assayed by measuring the thiobarbituric acid- 
reactive substances (TBARS). <Efonidipine> hydrochloride reduced the TBARS level in a 
dose-dependent manner. At 3 x 10(-7) M, <efonidipine* hydrochloride showed a significant 
effect. On the other hand, the significant effect of nisoldipine was observed only at 10(-5) M 
Thus the action of 4efonidipine^ hydrochloride on the inhibition of LDL-modification was 
much more potent than that of nisoldipine. As the modification of LDL was thought to play a 
key role in the initiation and progression of atherosclerosis, ^efonidipine^ hydrochloride may 
be useful against atherosclerosis. [Journal Article; In Japanese; Japan] 

CAS Registry Numbers: Calcium Channel Blockers; Dihydropyridines; Lipoproteins, LDL; 
Nitrophenols; Organophosphorus Compounds; 111011-53-1, <tefonidipine;> 63675-72-9, 
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